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SIR; 

1. LEn^tusProf^ofO>enrisiryattte 

Rapopi^ PrU)., ha^ dedare that I am 
California. 
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2 I am currently Emeritui Professor of Chearifitry at the University of California, BerioeUy. I 
have been teachmg Chemistry at U.C Betkdey since 1946 and have been a Professor since 1957 
and was fanner Chairman of the Chemistry Department Duty ay tenure I fiave received 
aumproui fcUawsWpa, lectureships, and awards. I have also served on toe editorial boards of 
numerous journals including the Journal of Medicinal Chemistry and the Journal of Organic 
Otenriatry where 1 am currently a Senior Editor. In my career I have published over 440 articles 
spamiingabrc^raiigjcrftf^s in the field of organic and synthetic chemistry. 

3. I mike this declaration under 37 GF.R. 1.132 to traverse grounoWrejecdOT^ 
itaified U.S. Patent Application, Serial No. 087782,590 of Samuel Rose. MD (hereinafter the 
'590 Application). 

4. I have examined and am familiar with the original specification, claims, and drawings of the 
*590 Application; the Official ActiM mailed Man* le\ 19^ 

1998; and the Official Action mailed November 25, 1998. 



RFifiARDTNfi OFFIHAT. ACTION mailed WYV BMBRg 7* ]m 

NUMBER 18 (HEREINAFTER "Ar^ftgrj ' TT ™ ft 



Suffidem dat^ of the ijrveotion w 

20-24) for an individual who has experience in organic and synthetic chemistry to the 
various soluble precipitable materiali described in this patent application. 
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The indaxy W5s af Mluble predpitable materials discHSed in the patent application can be 
readily made by manipulating well-known aspects of the various indoxyl compound*. The 
synthesis work is technically complex, but given the information disclosed in the specification of 
the application and in view of the understanding of none skilled in the field, these reagents can 
readily be made. The dimerizing function of indaxyl compounds via enzyme action where the 
t no lccn lc farms a reactive intermediate which is rapidly oxidized and self-amdcnses to form a 
new molecule (for example indigo) is well-known in the field, has been widely published and has 
been disclosed in the specificatiou of the application. The specification of the application also 
discloses a number of variations of indoxyl compounds which can be readily made by one drills 
m the an by adding functional anoVor raacdvegioups, depend chami,v 
a^fferem positions of die basic indoxyL, to alter the dimerizafi'on process or the final product of the 
reaction. For example, on paac 21 and in Figs. 1 1-1 2 af the appHcatintt, Pr p™» rftetotfts how 
the attachment of a lactam can be made via the phosphate group to the indaxyl at position 3. Thus, 
given the inf^xnudon disclosed 
indoxyl variant 

The disclosure of the present invention (page 23-24) also enables one skilled in the an to 
make soluble precipitable materials by attaching a solublizing polymer to an insoluble chemical. It 
is wen-known in me field and to one skffled tame art that me attaching 
molecules to any number of insoluble chemicals or agents results in the final product being soluble 
and that if the bond between the two nwie^ 

precipitate. Given the disclosure and the example used in the specification of the appEcation, one 
Skilled in the art could make the soluble precipitable nuueriah disclosed by Dr. Rose. The 
lywhetts required for these types of soluble precipitable materials (compared to the indaxyl class) 
is less difficult 
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The disclosure in the specification of Dr. Rose's patent application enables one dri Jto d in 
the an to radio-label the soluble pecipitable material- Radio-labeling of the indoxyl class of 
soluble predpitable material* is described on page 23, Figs. 15-17 of the application. Regarding 



insoluble chemical is well-known to one skilled in the art, has been pubiisfted, and can be easily 
achieved. 

Renting « mm fi 7 

Sufficient details are disclosed in the specification of the patent application (page 19) for one who 
is skilled in the art and who has experience in organic chemistry to attach molecules to the soluble 
precipitable materials to make them cell impenneam. mpsjtknilar,c^ skilled in the art can attach 
the molecules to the first therapeutic agent The molecule* which would make the soluble 
precipitable materia] into a cell impermeable molecule can be anionic molecules and/or large 
molecules, such as polymers or peptides, greater than 1000 Daituns. It is well-known to one who 
is skilled in the an (and frequently practiced) that attachment of such molecules makes cell 
pennemchemic^c^mn^rmtanL 

6. I hereby declare that all statements made herein of my own knowledge are true and thar all 
statements made cm iitfrcmation and belief are believed to be 0^ and ftirmer thai statements 
were made with the knowledge that willful false statements and the like so made are punishable by 
fine, tapiisonmcnt or both, under Section 1001 of Title 18 of the Untied Stales Code. 



me second das* of soluble precipitable materials, the process of ndlo-utbcHng virtually any 




Signed: 
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